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anisms triggered by disulﬁde compounds to block JUNV infection
in liver cells.
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Background: The identiﬁcation of antiviral response signature
enes and the discovery of crucial virus-host interactions will lead
o a better understanding of the molecular mechanisms under-
ying viral pathogenesis. It contributes to the advancement of
isease prognosis assessment and therapeutic innovation. The cel-
ular factors thatmediate defenses against viruses are complex and
nclude products of interferon type I and II stimulation; stimulation
f pathogen recognition receptors and their signaling; biochem-
cal protein modiﬁcations such as ISGylation and ubiquitination;
ncreased metabolic output, miRNA regulation and other cellular
esponses like apoptosis and growth regulation.
Methods: To begin studying the overall cell and tissue response
o viruses, we employed mRNA proﬁling of infected cells. The cell
ystem utilized consisted of primary human myoblasts cells that
re able to sustain a robust innate immunity response to dengue
irus. Among the differentially expressed genes analyzed there
ere some thatwere discovered to be responsible, alone or in com-
ination, for halting virus spread. But great majority of the gene
xpression response remains unexplored until now. We designed
everse genetic strategies as an approach to test antiviral activity
nd for functional identiﬁcation of cell-speciﬁc antiviral proteins.
Results: The shRNA screen consisted of 75 genes selected for the
n-bias gene expression analysis for which 5 independent hairpins
ere designed. The high throughput screenwas facilitated bynovel
uciferase-expressing dengue virus, providing a rapid and effec-
ive way to deﬁne host factors that impact the production of viral
rogeny.
Conclusion: The results presented here provide unique infor-
ation regarding dengue virus control and possible novelherapeutic mechanisms for elimination of pathogenic viruses in
he human body.
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Antiviral and host response studies on Junin hemorrhagic fever
virus using global gene expression proﬁles and qRT-PCR
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Background: Several members of the Arenaviridae family, such
as Junin virus (JUNV) and Lassa virus, cause hemorrhagic fever
in human beings. The virions contain two bisegmented single-
strandedRNAgenomes, large (L) and small (S), that have ambisense
coding strategy. The L fragment encodes the RNA-dependent RNA
polymerase and a Zn-binding protein named Z, whereas the S frag-
ment encodes the nucleocapsid protein (NP) and the glycoprotein
precursor preGPC.
In previous studies we have shown that disulﬁdes compounds
have antiviral and virucidal properties against arenaviruses. The
present study is focused on the modulation of gene expression in
a human hepatic cell lineage, HepG2, in response to Junín virus
infection and the treatment with disulﬁde antiviral compounds
characterized in our laboratory.
Methods: Using microarray data analysis, we investigated the
global gene expression changes in HepG2-JUNV infected cells, after
24 and 48 hs in the presence or absence of two different disulﬁde
compounds.
Results:Theobtainedproﬁle showed that the virucidal disulﬁde
compound NSC20625 lead to an increase in the metallothionein
genes, wheareas the antiviral disulﬁde compound NSC14560
showed a strong innate immunity gene modulation. This data was
validated using qRT-PCR.
Conclusion: The results presented here comprise part of the
initial steps to guide the efforts toward the elucidation of themech-
